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(54)Title: MEDICINAL COMPOSITION FOR PERCUTANEOUS ADMINISTRATION 




(57) Abstract 

A percutaneously absorbable medicinal composition comprising at least one member selected from the group consisting of aromatic 
amidine derivatives represented by general formula (1), salts of the derivatives, solvates of the derivatives and solvates of salts of the 
derivatives and a percutaneous absorption promoter. The composition has a high percutaneous absorbability, can maintain an available blood 
level for long, and has antithrombotic and anticoagulant effects. 
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ntl^ (#M^f 5 - 2 0 8 9 4 6 -*§■*> .ktfWO 9 6 / 1 6 9 4 0 -Sf&fR) 0 
_bl£— (l) d&i^T. fi»7;^;HtLTit ^« l - 6 ©Sift^. 

^;t/X. J^US. T/ahVUK. -fVT/nti^X. T/^S. !Zl7'f;H, 
H = £K7/^-;l/X> ^>^;Hk ^^^^S^ ^7o7°DhVH, i> ? D7'fM, 

tl/tli, ADf>g^ ts )l;<* -( 7;7l, ->T7 

-haS. i&mTJltr; -(Jim, Sl7^3^7iH, «T;t,a^->^;u 

fi»7A3^7/Htltli, gefStifc 1 ~6 CDfe©£^tf£ c Eft 
iitttt/ h + '7^i, iF^-^H, ^n^^-i/;US, ^V^n^+^^i, 
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7;l/3 + ^^;l/#-/Htttlt hlrisftAtf— AM, xb^isft Atf— 

yruyf^isft A^~AM, 7*b*isftA#—AmWmif<bt(%o 
ft Atf^-isT A^-AMb bTlis # 7 /- f A^/f+i'Xf^S, 

7/^ + ->*;i/^7;^;Htltit J h * isft )\,#— A / J-AM, x 
h^->yj;l/^— ;l//^/US, yntf^risft Atf— y b^>7j;l/^— 
Ax.=f-AWz, x b^isft A^—Ajc^AM, / h + i>*^*-^7'nhVH, x 
h^^Utfx^T'n fiHi^f If bla^o 

A^^risAMt y h + i/7);l/t*-;M h + ^/H> xF + ->*W-^ 

y. h^7^S. 7D^i/i7;^X;M F4-7;I/K, y h + + 
7AS. x h^isftAtf—Ax. h^risJimm^lf £>ft<So 

;^^7;;7);i/^;HiLt, j ^at i j ft A#~Am, xf at i ; * 

;^fx;H N 7'Dt^7;;*;^'xjH, -f 7 7*0 t°AT i J ft A tf—AM, 
y'^AT I J ft Atf—AM, 4 yy'^AT i J ft Atf—AM, ^y^AT I J ft 
;b#x AM, -f 7^7f- AT I J ftA#—AM, ^+ is AT I J ft A •ttxiH, 

^v^iv^yiy^^^/Hf^f ifbti^o */c, ^r;^;t7;;i7i 

^x^ittT, 7y f-;UT i J ftA^—A^, isJL^-AT I J ft A ^Z-Am, 
is7°u\iAT I J ft Ar£~Am, is4 7 7°a h'AT i J ft A^—AM, is y" f- A 



5 



WO 99/33458 



PCT/JP98/05919 



MT)i>3r)iT i J ^irt> Atf-Jimt It, yf-;UT ^ y ft*;^'-^S, -x. 
^;ur $ y JIM, 7ah7i7i;ftij;^'-;H > -fV7°ot°;t 

t ^ y rf^A/f I y ^;fr;i/tf;xi;i/X. -fV7'f;i7;;f 

^S. ^ y f-^;^^. 'fv^^7-;;ft»^^ 

-iHf^fi^n^c £/c, y7A4 i ^7;;ft*;^x;Htlt, ^y 

fib7;yft*A'^-;H, yxf ^7 ^ y y7n tVL-7 

^ y ^-iriDi^— AM, H^f tfjir i j jItH—jiM, 'Jy'i-)iri 
yft*A*xiH, y^>f-^7; y ft*;l/t-;Hf©ti7;^;HT' 
^g&£nfc#&M©^T;u*;UT ^ y ^^-^;u^^;t/S > ft£>tm, x^;t,y 
f-;ur ^ y ^^-^iU^— ;b7n h°;i/7 ; ;f t*;i^fx;H, 
7oh 4 ;i/7i;ft*A^x;H, 7f;Mf;i/7;;ft*;hfxA'S, t/^ 
yixf A7 * y ?-ir* Atf-Jim, zff-frzfv t?;ur x y 
fai^^ifi7M^iTyigi^n/;»i®-y7^;i,7 s yft*/^' 
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fi8T;^;^;i/itLTIt Milium, r-k^JiM, 7° a fir — Jim, 7 

f - U JIM, 4 7 7'f" l J JIM, '< b U >f 7'< b 'J bVs'n^ 

fggT/l n^-/^ •fg^T;t/n^->/^^^-;l/S. ^ 7 - b < ti-7-«T 

r >J -JlMtLXte^ 7x-;H, t7f;H, b^i^t/g. r > h U 

tr 5 v" U ^f7f 7 7' <J >r 7 ^7' 'J fc? y i> jH, b >j 
$ >J ^i/*. -r 7+y u ^f-7'u — + y u 

+ y ^-9- u — ;t/S. ^ > y »; ^ > $ y 7 <j ^ V 7 tr >j -7 a 

l N /<>7*7 7-;H, t?^ 1 ]^^^!, 1, 2-^>7V7-t' t i-7* l J/H, 
^< 7 7" -**-?r 7 U ;H, ^ 7 7*f7 7* U ;t/K. 7n b U i^l^ >fyf7 

~)IM, b°n >J >r $ y7>J A-S. b 'J if HMm^lf <btl, T 'J 
^n^"7JiCT, #^4^7 7;;l, 777i, -hnl, 7j<B8£. f£M 

7;i3 + s/l, fSS7;l3 + '7*A^ii, t;-feb<lii?-fii7;^A 
7;7l, ii7i^;^;U, ij|l^fl/t^tfcii«7;^iH^f 
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S^CD^M <t Ltli h°n 'J h 0 ^ U >T $ ^7" U ^ 

$ y TJi^JiMb LTI±. 7i;yfM, 7;7xf;H, 7;y7°nt';H 

fj y ^ JIM, tr Jl't^J T Jl^rJltr Jl;<^£4 Jl&, iSTJl^rJlft Jl'< 

^-(Jim, twbA^ ; HVil/S, r;t/77y^S HV^I, ^>X>f$ FV^i, 
77;i/^>^;i/S, 7^3 + ^*;^'-;^ *;^>-/7^+;i/i > TfrlrJiti 
;i/^--^7;^;H, tutwi, 7;i/^;Y^7;;i > 7i*;^;i 

7;;7WS, 7;b3 + i/*A-^^K ; if ^n^c 

tt*>\ ::t^bfc7;^/H, T;un + ->;t/S. 7iW y 

rn.it i - 6 t^o 
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&-?zz. k&foo^ ^mmmTizM^<yt¥m^ik&6iHi.±Lfam 

2 - [4 - C((3S) -1 -T-tr h -Y $ Kf;l/- 3 - b°o ij i^A) ^-+~>] 
7x~;U] -3 - (7-T;^y-2-t7f;l/) -/Dh't>|, 

( + ) - 2 - [4 - [ ( ( 3 S) - 1 -T-t? I K-T 3 - fc* n ij 
t + -3 - (7-7;-7;-2-f7f^) ^*ntr^>^ 

( 2 S) - 2 - [4 - [ ( ( 3 S) - 1 -T-fe h-T 5 K-r^U- 3 - t?n ij 

7x-iH -3 - ( 7 -y s - 2 -i-y^Ji) y°v\dtym, 

( 2 R) - 2 - [ 4 - [ ( ( 3 R) - 1 -y-t? h-f S KVA— 3 - tfn >J ^;U) 

7? x— ;t/] -3 - ( 7 -y ^ - 2 -^77-y;u) 7nh°t>i, 
2 - [4 - [( 1 - y-t? w $ K>r;u - 4 - tf<y s>;to 7^-^] - 

3- (7-7^y-2-t7f/l) -/nt* 

( + ) - 2 - [4 - [ (1-TtK; 7x 
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— ;H -3 - ( 7 -r * - 2 -A7AA) ^nh'tVl, 

2 - [4 - [ ( 1 -T-tr hA * KA A- 4 - hWJ ^A) AA->] 7i-;H - 

3 - ( 5 - T $ 'J J V* [ b ] Ax 7 - 2 - A A) ^nh't 7^ 

2 - [4 - [ ( (2S) -1 - T-tr h A $ FA A - 2 - t°a 'J ^-A) /D + y] 
7 xxA] - 3 - (5-7;i?y^>'/ [ b ] 7—2 — f A) ^nh't 

(A) - 2 - [ 4 - [ ( ( 2 S) - 1 -T-tr FA S KA A- 2 - en ij 
^ h A i/] 7 x x A] - 3- ( 5 - T ^ 7 ^<> 7* [ b ] fi>-2-^A0 7° 

□ h'^-ym, 

3 - [4 - [ ( ( 3 S) - 1 - T-tr hA $ FA A- 3 - t°n >J ^A) A A -A] 
7 xXA] - 4 - ( 5 - 7 ; y 7 7* [b] Ax7 - 2 - A A) 

2 - [ 4 - [ ( ( 3 S) - 1 - T-tr h A ^ KA A - 3 - t'n >J AA->] 
7xxA] - 3 - (6-7;i?;-l -xf;K 2 - A 7 KU A) 7°n t_ A 7®?. 
2 - [ 4 - [ ( ( 3 R) - 1 -T-tr h>f ; KA A- 3 - bfn <J -7- A) :A^r:>] 

- 3 - (6— T^f^y — 1 -xAA- 2 -A 7 KU A) To t°A 7f£. 
2 - [4 - [ ( 1 -T-tr h4 i KA A- 4 - t 0 ^ >J >>xA) :t4^>] 7 xxA] 
-3 - (6-7ii?;-l -xAA- 2 -A 7 K U A) To t°A >g|. 
N- [4 - [ ( 1 - T-tr h A I KAA- 4 - tf ^ 'J i^A) 7xxA] - 

N- [ (7-7;yV-2-f7f^) y A" A] -N' - * AAXA7 y S F\ 
xAA N- [N- 4 - [ (l-7th^; FA A- 4 - t 0 ^ >J -^A) AA:>] 
7xXA] -N- [ (7-7;^;-2-f7f-iO j/f-A] XA7y^AA] 
* JW</ — K 

4 - [N- 4 - [ ( 1 -T-tr h-f ; FA A- 4 - U S?A) rf^S/] 7 xXA] 
-N- [ ( 7 -T ~ *J J - 2 -f-7f-A) y f-A] XA7t^A A] <7 7" A y 

^7">7 K\ 

N- [ 4 - [ ( 1 - T-tr h A i FA A- 4 - 'J i^A) AA~>] 7 x-A] - 
N- [ (1 - T 1 } J J - 2 — A 7 A A ) / A- A] X A 7 t * A AT -fe 5=- -f y ? T 
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7 v h\ 

if^l/ N- [N- [ 4 - [ ( 1 -74? h A $ FA A- 4 - t°-7 'J 7 A) :*^7] 
7 x — A] -N- [ (7-7;->y-2-f7f A) yf;H 7A7t^AA] 

r 'J K 

N- [N - 4 - [ (l-Tth^i 7 A) y x'A] 

-N- [ (7-T^y-2-t7f;i) 7 5=- A] x;i7 7 ^^i] -N-xh 
+ A--K— A7 V, J 7 7. 

6 J: O'N - [N - 4 - [ ( 1 - T -fcr h 7 $ FA A - 4 - U 7 A ) 7] 7 
x— ;H -N- [ (7-7$i?;-2-t7f4/) 7f7U] Xi7 7 t^A] r 

U 7 7 Q 

tCffS b^fecDii. (2S) - 2- [4 - [ ( (3S) - l-7tb^; F 
A A- 3 - t? a <J 7~A) 7x-iH - 3- (7-7^7 7-2-77 

^A) 7d 

(A) - 2 - [ 4 - [ (1 -T-tr h ^ FA A - 4 - fcf^ U 7 A) * +7] 7 x 

- 3- (7-7;^;-2-f7f;l/) T'Dk'tVS, 
( + ) - 2 - [ 4 - [ ( ( 2 S) - 1 -T-t? hA 5 FA A- 2 - tfn 'J 7xA) 

7 h + 7] 7 x ~ A] - 3 - (5-7^-77^77 [ b ] ^ x 7 - 2 - A A) 7° 
a V* 7g?, 

xfA' N - [N — [4 - [ ( 1 - 7-b h A $ FA A - 4 - 7A) :AA-7] 

7x-A] -N- [ (7-7;^;-2-t7f;0 7^ A] XA7t^AA] 
7" >J K 

N- CN - 4 - [( 1 - 7-t? hA ^ FA A - 4 - If^U 7 A) 7 x-A] 

-N- [ (7-77^;-2-t7f^) 7^A] T.A7 T ^AA] 7"'J7>, 
fcckO'N- [4 - [ ( 1 -T-fc hA $ FA A- 4 - 17-7. 'J 7 A) A4^7] 7 x ^ 
A] -N- [ (7-7 777-2-t7f A) /f /l] X A7 y ^ A A 7-tf <r 
>y 7 7 7 -y h\ Z ft <h ®M. £ li C ft <h ©MiT'^ 5 0 
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& t>{C{i. ( 2 S) - 2 - [4 - [ ( ( 3 S) - 1 -T-tr h^f i FVA - 3 - 
ij i?-^) 7 x -=.;!/] -3 - ( 7 -7 - 2 -f 7f ^) 7/n 

t°*>®? fMHis 5 7j<fD^. C + )-2-[4-[(l-T-t?h^^K-r;U- 
4 - t 0 ^ 'J 7x^] - 3- (7-Ti-7;-2 -t7f;l') 7° 

( + ) - 2 - [ 4 - [ ( ( 2 S) - 1 -T-t? h>T ^ HV;U- 2 - b°n ij 
^ h + i/] 7 x - 3 - ( 5 - T * 9 J O 7" [ b ] fx>-2-Yi) "7° 

nft>| 2 Mil. 

x^;U N- [N- [ 4 - C ( 1 -T-fcr ? HV^- 4 - h 0 ^ 'J 

7*-^] -N- [ (7-7;i;;-2-t7f^) /^;H Xii/7 r^-f ^] 

N- CN - 4 - [ (1 i^l/) rJ-^S/] 7xa] 

-N- [ (7-7;i?;-2-t7f^) ^^77^^ A] ^ 'J ^ > 

2 ^Ml^ ton n 

*JJ;0'N- C 4 - [ ( 1 — T-t? h>f $ FV 4 - t^'J ^) 7 x 

-N- C (7-7;^7-2-t7f^) 1 ^ X)l 7 y * -f A 7f 4 

±IB©T $ (1) , itif^f*©^ gfgi#f*©»»fD&*fcte&S§ 
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(Dmtmtbxit, ^7°n>^ N t>y^))i<m, >i, ^jx 

;K # 'J if U y 7 »j 7° a h° U > r >J P -;K if >J 7/a h° U > 7' 
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S L < , ^* U -t? U > ^ 7 fliEFH&x X -r ;t/^ $ £ d J? £ L < . r U -tr U > ^ 7 
C { -C,«|iXf^#i:}fi r 'J -fe u it5ii^f;KDl 

ftMiLTli. J ts ~7 u >^ >f ij -t? >J ^ 7 # 7° 'J Jim? U -tr >J ^ J ii 

:©^7^ 'J «7^* 'J illAU I < , 7^'J«t h 

ta^-at ^ yjsr*c'y Kiting ^ >^ v KIKtW 

£ L<U m.mWi 6 — 2 4 ©T;l/4-A^y ^ Kffi^J;t>0£ L<. 

SWJi: LX^iyJlV / fA7 i >^^r^ F\ Ai^y fA7 $ F\ 

77 Atf+^^-f V&irLTti, T^f^^^f A7 ^ ;wtmmtf$?£ o<u 
R^tfc 6 — 24 ©7;i/+;^/f^7 = ;WtWifr&t)&£ ^©IWtl 
tlifi/^^^f^Ti;^ Kfy^y^f ^7^ ;ftl, rf7f^A'y 

^°>J t + ->7°a >7;l/^^x-f ^i^f if * 0, J 
t + y'xf b>7;^^x-r^^ff* L < > #C^' 'J t + yxf L- > 
C e- C 24 T i^ix-fi^WI Ll^o XJlfrJri' Vmt Ltii, vTA^A 
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li> N, N-i?TMMWbA7; h\ N, N - 9T ft* JUT * h T * h\ N, 
N- VTJU^-JU bJUT I H\ N-tKD + i/TW7H7 5 K\ fcTn >J K>\ 
N-7^^h'DiJ K>^flt'bn§^ ckfJl^CliN, N-^yf;l* 
AI^Tl h\ N, N-^yf;b7-tf7; H\ N, N-^if^FA7; h\ N 
- h Kn + i/if^7? hTiK, 2 - t?n >J K>. N-^^f-^U- 2 - t°n U 

_hfE©S^TO(S^(l©-5*., C 2 - C 4 7;i/3-;k C 7 - C 1 2 T 'J -;ur A 
#y-;k C 6 - C 18 MM7;b3-;b % ^l?;i/3-;k C 6 -C 16 BfM. 
t-;I/^>. ^l7;Lo-;^7C 6 -C, e iiix^f;k C ,- C i4 T)U*JUffi 
liXfA^ C s -C2 4 7;l/ + ;l^yf;b7i >t + ->K, C 6 -C 24 TA^/L 
^>f^7;y^ ^ 'J Xf b > r 'J 3 - ^ C 6 - C 24? i^^X-f f 
oij N-t;u+;u tin ij K>, N, N-^7;^i^*A7; K*>J:tfN, 

N- -;7;t/+A h'J7; K^bllltl§ 1 2SJK±©fi#£-tfaW£ t 

a -a, 7°n h° i/ > 7' 'J x7 — ;k /■j-b'jv, l-yty-^K l-f^y-^k 

-•^yf^7;y gfcgfc, 5 ^ ij ;Hfcift-*- h 'J t> A, *° 'J * + i/J^f- u y =j u ;u 
x — -r;l/ N N, N- iP^JU Y )IT I h\ 2 - £n ij F > $3 £ IfN - ir 9 =$- A - 

£ 6 d * fc, C 2 - C 4 T JU zn - A, C 7 - C 1 1 T U - ;17^A 7 - A , 
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£ im#fl*JC:te> x^y-;k tiy'^ym, ^> 9)lT Jiu-)i^ 1 - y -r j 
-/k N-ir^f-Jl- 2 - t°a ij Ky*jj;c>*d - »J >fr£&ti;tl£ 1-41 

- ij y ; m ^ y - ;u t # 7° >j >it l - j -r y - Jl ■, x^y-zi^yj > 
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